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Sir: 
1. 



I, Krzysztof Darlak, am not a co-inventor of the patent application captioned above. I am 
an expert in peptide and peptide library syntheses. I have 25 years of experience in the 
field of peptide chemistry. When I was employed at Peptides International as Research 
Director I was the person who made the libraries that Dr. Anderson designed and directed 
the constructs of, and which he purchased from the company and as used in Dr. 
Anderson's patent application. I am currently employed as Senior Technical Manager of 
Chemical Operations at Creosalus, Inc.. My Resume is attached. 
I have read the patent application captioned above. 

I understand that the examiner does not believe that Dr. Anderson describes 
combinatorial libraries of D-peptides in his patent application, where the length of each 
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D-peptide is from three to seven D-amino acid residues, and where at least 68% of the D- 
peptides have at least 3 aromatic D-amino acid residues. I have read the patent 
application and I have read the document "Amendment and Response to Office Action 
Mailed April 2, 2009," and I understand and agree with the calculations of Dr. Anderson 
as described on pages 5, 6 and 7 of that latter document. 

4. I understand that the examiner doubts that a person familiar with combinatorial libraries, 
such as me, could only make a pentapeptide library that satisfies the requirements in 
paragraph 3 in my Declaration, not libraries of different lengths of D-peptides, such as 
the tri-, tetra-, hexa- and hepta-peptide libraries. 

5 . With the information in Dr. Anderson's patent application, my knowledge, and in 
accordance with the information in Lebl et al., "One-Bead-One-Structure Combinatorial 
Libraries," cited in the patent application, I could make libraries of 3, 4, 5, 6 and 7 amino 
acids where at least 68% of the D-peptides have at least 3 aromatic D-amino acid 
residues. 

6. The libraries of 3 to 7 amino acid residues would be made as follows all using the split 
synthesis method as described in Lebo et al.: the tri-peptide library would use the 3 
aromatic D-amino acids of D-phenylalanine, D-tyrosine and D-tryptophan; the tetra- 
peptide library would use the 3 aromatic amino acids and either glycine or D-alanine; the 
penta-peptide library would use the 3 aromatic amino acids and glycine and D-alanine; 
likewise the hexa- and hepta-peptide libraries would use the same amino acids as the 
penta-peptide library. The resulting libraries would all contain at least 68% of all 
sequences having 3 or more of the aromatic amino acids listed above. 

7. I believe that Dr. Anderson has made an important and unique discovery that short 
peptide sequences containing 3 or more aromatic amino acids can display the properties 
of high affinities and specificities to many proteins of biologic and medical interest, and 
that such peptides will find many applications in diagnostic and therapeutic uses. The 
combinatorial libraries he describes is an efficient experimental approach to identifying 
such aromatic rich peptide sequences. 

8. I hereby declare that all statements made herein are of my own knowledge, and that all 
statements are made on information believed to be true; and further that these statements 
were made with the knowledge that willful false statements and the like so made are 
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punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United 
States Code, and that such willful false statements may jeopardize the validity of the 
application or any patent issued thereon. 

Respectfully submitted, 




Name: Krzysztof Darlak 

Title: Senior Technical Manager 

Date: August 28, 2009 
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Krzysztof Darlak 



1 8704 Shelbyville Road Email: kdl@bellsouth.net (502) 254-7755 (home) 

Fishervill e> KY 40023 " (502) 821-7800 (cell) 

Career summary 

Versatile, motivating, hands-on technical leader/ organic chemist with a strong emphasis on 
both solid and solution phase peptide synthesis with extensive experience in Research and 
Product Development. 

Professional Experience 



Positions and Employment 

2009-present Senior Technical Manager of Chemical Applications, Creosalus, Inc., Louisville, KY 
1 992-2009 Research Director, Peptides International, Inc., Louisville, KY 
1991-1992 Senior Chemist, Peptides International, Inc., Louisville, KY 

• Built the research and chemical production department from the ground up at Peptides 
International Inc., a supplier of high quality building blocks, resins, reagents and 
custom & catalog peptides. 

• Directed research, development and synthesis of the new catalog and custom products. 

• Supervised up to five directly reporting chemists, including Ph.D. level chemists. 

• Identified new technologies and new classes of compounds via its licensing or 
collaborations and its development into new products. 

• Responsible for designing and outfitting a new research and production facility which 
was built and became fully operational in 2007. 

• Provided customer support for all manufactured products and helped in solving 
customer's synthetic challenges. 

• Direct involvement in all aspects of synthesis, scale up, purification and analysis of 
manufactured products covering the following but not limited to: 

o Synthesis of unusual building blocks for peptide synthesis (diamino acids, tics, 
mercaptoacids, pegs etc.) 

o Preparation of the resins for peptide synthesis: functionalization and 

derivatization of the polystyrene based beads (Merrifield, PAM, MBHA, Wang 
and others); design, development and scale-up preparation of the beaded 
polymers via suspension polymerization. 

o Design, development and scale-up of polymer supported reagent Clear-OX, a 
versatile tool in preparation of disulfide bridged peptides. 

o Solid Phase Peptide Synthesis up via either t-Boc or Fmoc methodologies, 

solution peptide synthesis or combination of both involving linear, branched and 
cyclic peptides (lactam, disulfide), phosphonopeptides, lipopeptides, pegylated 
and biotinylated peptides, Dye-labeled peptides ( AMC, pNA, fluorescein, 
rhodamines, cyanines, Dnp/Amc and others Fret pairs), C-terminally modified 



peptides (aldehydes, alcohols, N-alkyl amides), peptide bond modified peptides 

0F[CH2S], ¥[COO], ¥[CH2NH]), up to lOOg scale 
o Combinatorial peptide synthesis; preparation of soluble and solid support 

libraries, utilization of unusual resins, 
o Other skills: mass spectrometry, ran and maintained Applied Biosystems 

Mariner (ES-MS), HPLC, FT-IR, UV-VIS, polarimeter, large scale HPLC 

purification systems (NovaSep, up to 1 10 mm dia. columns), large scale solid 

phase peptide synthesis (50 L), large scale evaporators (20 L), large scale 

solution synthesis (1 00 L reactors). 

Academic Appointments 

1988-1990 Senior Postdoctoral Research Associate, Dept. of Chemistry, University of 
Louisville, Louisville, KY 

1985-1987 Postdoctoral Research Associate, Dept. of Chemistry, University of Louisville, 
Louisville, KY 

1984-1988 Assistant Professor, Institute of Chemistry, University of Gdansk, Gdansk, Poland 
1984-1984 Postdoctoral Research Associate, Institute of Pharm. Chemistry, University of 
Ferrara, Ferrara, Italy 

1981-1984 Research Assistant, Institute of Chemistry, University of Gdansk, Gdansk, Poland 
Education 

1 981 M.S. Organic Chemistry (with honors), University of Gdansk, Gdansk, Poland 
1 984 Ph.D. Organic Chemistry , Prof. Zbigniew Grzonka University of Gdansk, Gdansk, 
Poland 



Other Experience and Professional Membership 

American Peptide Society 
European Peptide Society 

Patents 



A. F. Spatola, K. Darlak, J. J. Wen, P. Romanovskis, "Cyclic peptide mixtures via side chain or 
backbone attachment and solid phase synthesis," December 28, 1999, United States Patent 

#6,008,058. 

A. F. Spatola, K. Darlak, and R. D. Gray, "Peptide derivatives of collagenase inhibitors," April 
1, 1997, United States Patent #5,616,605. 



R. D. Gray, A. F. Spatola, K. Darlak, "Peptide derivatives of collagenase inhibitors," February 
7, 1995, United States Patent 5,387,610. 
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